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DETAILED ACTION 

1. Applicant's election with traverse of Group I, species of compound 38, p. 46 in the reply 
filed on Oct. 16, 2008 is acknowledged. The traversal is on the ground that the patent office has 
not established that there would be undue burden to search all. This is not found persuasive 
because as it was clearly delineated in the restriction requirement that the "Rl" moiety must be 
included as the core structure because : 

i) when Rl is sbustituted alkyl, A is a2m R2/R3 are noncyclic, the compound is 
classified in class 546/209, such compounds have anti-tumor activity (Haupt et al. 
CA124:33070); 

ii) when Rl is substituted phenyl, one of R2/R3 is phenyl, the compound is 
classified in class 546/210, such compounds are useful in treating liver and pancrease disease 
(Otte et al. CA 147:344079); 

iii) when Rl is heteroaryl, one of R2/R3 is heteroaryl, the compound is classified in 
class 544/269, such compounds are NF-kB signaling inhitors (Leban et al. CA 147:479784); 

iv) when Rl is biphenyl, one of R2/R3 is substituted phenyl, the compound is 
classified in class 544/360, such compounds are trkA receptor inhibitors (Sugasawa et al. CA 
147:502346). 

These are sample searches corresponding to limited Rl variable. The enormous burden 
on the office were restriction not made is self evident. In addition, each core is corresponding to 
a different utility, thus, the non-coextensive nature is well recognized. 

The requirement is still deemed proper and is therefore made FINAL. 

Based on the election, claims 10 and 15 and claims 1-8, 11-14, 16-17 reading on Rl is 
biphenyl, A is a2 and R2 and R3 do not form a ring are prosecuted. Claims 9, 18 and the 
remaining subject matter of claims 1-8, 1 1-14, 16-17 are withdrawn from consideration per 37 
CFR 1.142(b). 

2. Claims 1-8, 11-14 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 
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A broad range or limitation together with a narrow range or limitation that falls within the 
broad range or limitation (in the same claim) is considered indefinite, since the resulting claim 
does not clearly set forth the metes and bounds of the patent protection desired. See MPEP § 
2173.05(c). Note the explanation given by the Board of Patent Appeals and Interferences in Ex 
parte Wu, 10 USPQ2d 2031, 2033 (Bd. Pat. App. & Inter. 1989), as to where broad language is 
followed by "such as" and then narrow language. The Board stated that this can render a claim 
indefinite by raising a question or doubt as to whether the feature introduced by such language is 
(a) merely exemplary of the remainder of the claim, and therefore not required, or (b) a required 
feature of the claims. Note also, for example, the decisions of Ex parte Steigewald, 131 
USPQ 74 (Bd. App. 1961); Ex parte Hall, 83 USPQ 38 (Bd. App. 1948); and£x parte Hasche, 
86 USPQ 481 (Bd. App. 1949). In the present instance, the claims recite the broad recitation in 
Markush elements, and the claim also recites "especially" or "preferably" selection among the 
Markush variations which is the narrower statement of the range/limitation. 

It is recommended, the explicit moieties be listed with deletion of the "especially" or 
"preferred" terms and choices. 

3. Claims 1-8, 10-17 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply 
with the enablement requirement. The claims contain subject matter which was not described in 
the specification in such a way as to enable one skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention. 

The scope of the claims being drawn to "solvates" "hydrates" or "prodrugs" of the 
compounds lacks sufficient support as to what they are and how they are made. 

The specification gave no definition of what kind of solvates i.e. with what solvents, or 
hydrates i.e. hemi-, mono-, di-. . .etc. or what is a prodrug as to offer any meets and bounds of the 
scope. It is clearly stated by one having ordinary skill in the art that in the event of solvates (for 
which hydrates is included), "One can say that if the formation of polymorphs is a nuisance for 
crystal engineers, solvate formation can be a nightmare, because it is extremely difficult to 
predict whether anew species may crystallizes from solution with one or more molecules of 
solvent" (see p. 3940, right column). In absence of any guidance on which solvents, with which 
compound, or any condition and availability of any solvates or hydrates, the specification lacks 
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sufficient enablement of the scope as claimed. While formula I containg organic base is operable 
in forming pharmaceutically acceptable salts with pharmaceutically acceptable acid, such 
compound per se does not provide enablement for all solvates, hydrates which are different 
chemical entity from compound per se. 

The specification provided no information as to which prodrug or what functional group 
of the compounds of formula I would meet the "prodrug" modification requirement. As it was 
well recognized in the pharmaceutical art, prodrugs are modification of an active drug and to 
qualify for a prodrug, the modified compound must be inactive and is activated by the metabolic 
system (see Prodrug definition from the Web). No toxicity information, bioavalability/solubility 
information etc. were disclosed in the specification as to enable one having ordinary skill to 
warrant the scope of unlimited prodrugs. 

4. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

Claims 1-8, 10-14, 16-17 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Knoxetal. US 2006/0135501. 

Knox et al. '501 is prior art because the effective filing dated is Dec. 24, 2002 
corresponding to GB0230162.0. 
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Determination of the scope and i on tent of the prior art ( Ml'l-P $2141.01) 

The Knox et al. '501 generically disclosed the instantly claimed compounds as seen in 
the two species delineated on p. 19, compound 1506-00404 and p.22 compound 1506-08722 
which had the following structure: 



!it-ir; •:<•• i. 1 



wherein the heteroaryl moiety for 1506-00404 is isoxazol and for 1506-08722 is diazol. 

Ascertainment of the difference between the prior art ant! the claims (MPEP $2141.02) 

The instant elected species is that the heteroaryl moiety is a phenyl/aryl group, thus, 
differ from the above species in that instead of a heteroaryl, it is an aryl group. Generically, 
Knox et al. disclosed that W is optionally an aryl substituted aryl or unsaturated heterocyclic 
moieties (see p. 2 W definition and p. 3 [0028] and [0029] optional substituents including 
phenyl); thus, the optional choices of the instant biphenyl and the exemplified hcteoraryl- 
phenyl compounds. 



Finding of prima facie obviousness-— rational and motivation lMPi.I'$2l42-2l43i 

One having ordinary skill in the art in possession of the Knox et al. reference is in 
possession of the instant claims because the generic teaching guided by the particular 
exemplification provided guidance in picking and choosing among the various Markush 
elements. In absence of unexpected results, there is nothing unobvious in picking some among 
many. In re Lemin 141 USPQ 814. On e would expect all the compounds embraced by the 
generic formula would have the disclosed utility i.e. treating dislipidimia etc. 



5. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 
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2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

Claims 1-8, 10-17 are rejected under 35 U.S.C. 103(a) as being unpatentable over Knox 
et al. US 2006/0135501 in view of Dupuis et al. 

The rational of finding the generic claims prima facie obvious has been delineated supra 
and hereby incorporated by reference. 

The limitation of the species of claim 15 wherein the optional substituent on the phenyl 
ring of the biphenyl moiety being trifluoromethyl is further prima facie obvious in view of 
Dupuis et al. 

Knox et al. disclosed that for compounds of formula I or II, wherein q=0 (see p.2), the 
process of making requires the RICO2H starting material (see p.l 12 scheme 2 process making 
(5)-6a-e). For making of the instantly elected trifluoromethyl substituted biphenyl, the RICO2H 
starting material would be: 



Dupuis et al. provided the starting material source readily available to one having ordinary skill. 
Therefore, the elected trifluoromethyl substitution would be prima facie obvious over the 
unsubstituted examples of the Knox et al. which disclosed CF3 as an optional substituents. One 
having ordinary skill would favorably pick the optional CF3 substitution in view of the readily 
available starting material. 



6. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Celia Chang, Ph. D. whose telephone number is 571-272-0679. 
The examiner can normally be reached on Monday through Thursday from 8:30 am to 5:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Janet L. Andres, Ph. D., can be reached on 571-272-0867. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 



CCteH 




Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
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may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



OACS/Chang 
Jan. 29, 2009 



/Celia Chang/ 
Primary Examiner 
Art Unit 1625 



